Dodatek ¢. 2 ke Smlouvé o zabezpeceni klinického
hodnoceni (Dale jen ,,Dodatek ¢.2°)

Protokol: VYMAZANO

:N{lzev klinického hodnoceni: ,ADAMANT* - 24-
fmésiéni randomizované, placebem kontrolované,
dvojité zaslepené, multicentrické hodnoceni faze 2, s
paralelnimi skupinami, ke stanoveni bezpecnosti a
uCinnosti  AADvacl u pacientt s mirnou
Alzheimerovou nemoci (Dale jen ,, Kklinické
hodnoceni*)

Tento Dodatek ¢.2 je uzavien mezi:

AXON Neuroscience CRM Services SE, Se sidlem
na adrese Dvoiakovo nabrezie 10, 811 02 Bratislava,
Slovenska republika, ICO: 50 180 690, Zapsana
vV Obchodnim  rejsiiku ~ vedeném okresnim
soudem Bratislava |, VYMAZANO (Dale jen
»AXON CRM®)

a

PPD Investigator Services LLC, Se sidlem na
adrese 929 North Front Street, Wilmington, NC
28401, USA (Dale jen ,,PPD*)

a
Vetejné zdravotnické zatizeni:

Narodni ustav duSevniho zdravi, se sidlem:
Topolova 748, 250 67 Klecany, Ceska republika,
jednajici prostiednictvim feditele:

VYMAZANO (dale jen ,,poskytovatel*)
a

AXON CRM, PPD a poskytovatel dale jednotlivé jen
smluvni strana‘“ a spole¢ne jen ,,smluvni strany*).

Preambule

Ke 1. Kvétnu 2016 (,,den tucinnosti prevodu®),
AXON NEUROSCIENCE SE, se sidlem 4, Arch.
Makariou & Kalogreon, NICOLAIDES SEA VIEW
CITY, 5th floor, office 506, 6016 Larnaka, Cyprus,
registracné Cislo SE 24, zaregistrovana v Ministry of
Energy, Commerce, Industry and Tourism,
Department of Registrar of Companies and Official
Receiver Nicosia, Cyprus, predtim se sidlem
Dvorakovo nabrezie 10, Bratislava 811 02, Slovenska
republika, (,,AXON NEUROSCIENCE®), pievedl
cast svého podniku véetiie klinickych a medicinskych

Amendment No. 2 to the Agreement on Clinical
Study (,,Amendment No.2%)

Protocol: VYMAZANO

Name of the Clinical Study: ADAMANT” - A 24
months randomized, placebo-controlled, parallel
group, double-blinded, multi-centre, phase 2 study to
assess safety and efficacy of AADvacl applied to
patients with mild Alzheimer’s disease (the ,,Clinical
Study*)

This Amendment No.2 is made by and between:

AXON Neuroscience CRM Services SE, With its
registered address at Dvorakovo nabrezie 10, 811 02
Bratislava Slovakia, Company ID No.: 50 180 690,
Registered in the Commercial Register maintained by
the District Court Bratislava 1, VYMAZANO
(L, AXON CRM®)

and

PPD Investigator Services LLC, With its registered
address at 929 North Front Street, Wilmington, NC
28401, USA (,PPD%)

and
Public Healthcare Institution

National Institue of Mental Health, With its
registered address:Topolova 748, 250 67 Klecany,
Czech republic, represented by Director:

VYMAZANO (the ,,Medical Facility*)
and

AXON CRM, PPD and the Medical Facility each
referred to as the ,,Party* and jointly referred to as
the ,,Parties®).

Preamble

As of 1st May 2016 (the ,Effective Day of
Transfer) AXON Neuroscience SE, with its
registered seat at 4, Arch. Makariou & Kalogreon,
NICOLAIDES SEA VIEW CITY, 5th floor, office
506, 6016 Larnaka, Cyprus, registration number SE
24, registered with the Ministry of Energy,
Commerce, Industry and Tourism, Department of
Registrar of Companies and Official Receiver
Nicosia, Cyprus, previously residing at Dvofakovo
nabrezie 10, Bratislava 811 02, Slovak Republic
(,L,AXON NEUROSCIENCE®), transferred part of
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aktivit na svého 100% nastupce, AXON CRM.
Prevod probéhl podle prava Slovenské republiky ve
smyslu §476 a nasl. Zakona 513/1991 Zb. Obchodny
zédkonnik (,,0bchodny zakonnik®) dle kterého ke dni
iﬁéinnosti prevodu, vSechny prava a zavazky kterych
se dotyka pievod ¢asti podniku piechazi na AXON
CRM. Ode dne u¢innosti ptevodu do budoucna
AXON CRM nahrazuje AXON NEUROSCIENCE
jakozto smluvni stranu Smlouvy o zabezpeceni
klinického hodnoceni (podle §477 (1) Obchodniho
zakonniku). Ke zamezeni jakychkoli pochybnosti,
AXON NEUROSCIENCE jakozto vlastnik prav
duSevniho vlastnictvi a hodnoceného 1éciva ziistava
Zadavatel klinického hodnoceni a AXON CRM bude
vykonavat vSechny aktivity souvisejici s vykonanim
klinického  hodnoceni ve  jménu  AXON
NEUROSCIENCE.

Smluvni strany jsou smluvnimi stranami smlouvy
0 zabezpeCeni klinického hodnoceni (,,Smlouva
0 zabezpeceni klinického hodnotceni®), pfedmétem
které¢ je klinické hodnoceni humanniho lé€ivého
piipravku  AADvacl, 40 pg Axon peptidu 108
vazané¢ho na KLH / 0,3 ml (,,hodnocené 1é¢ivo™).
Smluvni strany chteji zménit’ Smlouvu o zabezpeceni
klinického hodnocni.

Proto, smluvni strany se dohodli nasledoviie:

1) Priiloha ¢.1 Smlouvy 0 zabezpeceni klinického
hodnoceni s ndzvem ,,Rozpis Plateb“ se méni
a nahrazuje nasledovne:

Puvodni zneni textu:

., Neuspésné skriningy: Prijemci plateb bude
uhrazena castka za kazdy neuspésny skrining dle
uvedeni v tabulkdach plateb nize, maximalnée 2
(dva) neuspésnych skriningii na kazdé 3 (i)
zarazené subjekty hodnoceni. Pro ucely této
smlouvy se za neuspésny skrining bude povazovat
kazdy pacient, ktery zjevne splni kritéria pro
skining, podepise formular informovaného
souhlasu, absolvuje skriningovou navstévu,
avsak nebude do klinického hodnoceni zarazen.
Platba za neuspésny skrining se bude vyse
uvedenému prijemci plateb hradit na zakladé
doruceni spravné vyplnéné faktury s rozepsanymi
polozkami. “

se nahrazuje znenim textu:

»Neuspésné skriningy: V kazdem fakturacnim
obdobi bude Prijemci plateb uhrazena castka za
kazdy neuspésny skrining ve vysi 100 % ze sumy
za prvni navstévu, jak je urceno v tabulkdch
plateb nize. Pro ucely této smlouvy se za

its business covering clinical and medical activities to
its 100% subsidiary, AXON CRM. The transfer took
place under Slovak law on the basis of section 476 et
seq of Act no 513/1991 Coll the Commercial Code
(the “Commercial Code”), according to which, as of
the Effective Day of Transfer, all rights and
obligations that relate to the transferred part of
business were transferred to AXON CRM. From the
Effective day of transfer onwards, AXON CRM
replaced AXON NEUROSCIENCE as the party to
the Clinical Study Agreement (section 477(1) of the
Commercial Code). To avoid any doubts, AXON
NEUROSCIENCE, as the owner of the IP and the
Study drug, remains the Sponsor of the Study and
AXON CRM will perform all activities related to the
performance of the Study on behalf of AXON
NEUROSCIENCE.

The parties are parties to an agreement on clinical
study (the “Agreement on Clinical Study*) the
subject matter of which is clinical evaluation of
AADvacl, 40 pg Axon peptide 108 coupled to
KLH/0.3 mL (the ,,Study Drug®). The Parties wish
to amend the Agreement on Clinical Study.

Therefore, the parties have agreed as follows:

1) Appendix No.1 to the Agreement on Clinical
Study named ,,Payment Schedule” is replaced as
follows:

The original wording:

., Screen Failures: The Payee will be reimbursed
for each Screen Failure per the Tables of
Payments below up to a maximum of two Screen
Failures for every three Clinical Study subjects
enrolled. For purposes of this Agreement, a
Screen Failure shall mean any patient, who
initially appears to meet the criteria for
screening, signs the informed consent form,
completes the screening visit but is not enrolled
into the Clinical Study. Payment for Screen
Failures will be payable to the above listed Payee
based upon the receipt of correct and itemized
invoices.”

Is replaced by the wording:

,»Screen Failures: In every invoicing period, the
Payee will be reimbursed for each Screen Failure
in the amount of 100% of the amount of the first
visit as per the Tables of Payments below. For
purposes of this Agreement, a Screen Failure
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2)

3)
4)

5)

neuspesny skrining povazuje kazdy pacient, ktery
splni kritéria pro skrining uvedeny v priloze ¢. 1
(,, Pre-Screening Chceklist™) tohoto Dodatku ¢.
1, podepsal formuldr informovaného souhlasu,
absolvuje skriningovou nadvstévu, avsak nebude
do klinického hodnoceni zarazen; Platba za
neuspésny skrining se bude vySe uvedenému
pFijemci plateb hradit na zdklade doruceni
spravné  vyplnéné  faktury s rozepsanymi
polozkami.

Prijemci plateb bude uhrazena castka za vSechny
neuspésné skriningy, které se vykonali od zacatku
studie

Do Rozpisu plateb se vklada nasledujici novy text
pro Dodate¢né administrativni vydaje:

,Dodatecné  administrativni  vydeje:  Jako
vysledek pribyvajicich administrativnich vydejii
vynalozenych Prijemcem plateb kdyz pocet
pacientit prekroci nize uvedeny prah, bude
Prijemci  plateb uhrazena za dodatecné
vynalozené administrativni vydeje platba dle nize
uvedeného:

o za 6. (Sesteho) az 10. (desatého) pacienta
zarazeného do klinického hodnoceni vietné:
ve vysi 30% ze sumy za kaZdou uspésné
vykonanou  navstévu, jak je urceno
V tabulkach plateb nize.

e 7a 11. (jedendctého) a vice pacienta
zarazeného do klinického hodnoceni: ve vysi
45% ze sumy za kazdou uspésné vykonanou
navstévu, jak je urceno v tabulkach plateb
nize

Tento Dodatek ¢€.2 se stava platnym a u¢innym
dnem podpisu smluvnimi stranami.

Ostatni ustanoveni Smlouvy 0
zabezpeceni klinického  hodnoceni  ziistavaji
nezmeénéné, platné a ucinné.

Pro pfipad jakychkoli rozpori mezi ceskou
a anglickou verzi tohoto Dodatku ¢.2 ma ptednost
anglicka verze.

Seznam priloh k tomuto Dodatku €. 2:

Piiloha ¢.1 : Pre-Screening Checklist

2)

3)
4)

5)

means any patient, who meets the criteria for
screening as shown in the Pre-screening
Checklist, as set out in Appendix No. 1 (“Pre-
Screening  Checklist”)  attached to  this
Amendment No. 2, signs the informed consent
form, completes the screening visit but is not
enrolled into the Clinical Study. Payment for
Screen Failures will be payable to the above
listed Payee based upon the receipt of correct and
itemized invoices. The Payee shall be reimbursed
for all Screen Failures which occurred since the
beginning of the Clinical Study.”

The Payee shall be reimbursed for all Screen
Failures which occurred since the beginning of
the study”

The new Additional Administrative Costs
wording shall be added to the Payment Schedule
as follows:

“Additional Administrative Costs: As a result of
increased administrative costs accrued by the
Payee if the number of patients exceeds the
thresholds below, the Payee shall be reimbursed
for additional administrative costs as follows:

+ for the 6th (sixth) randomized patient to the
10th (tenth) randomized patient inclusive: in the
amount of 30% of the cost per patient for each
visit successfully performed, according to the
rates set forth in the Tables of Payments below;

» for the 11th (eleventh) randomized patient
on: in the amount of 45% of the cost per patient
for each visit successfully performed, according
to the rates set forth in the Tables of Payments
below.”

This Amendment No. 2 becomes valid and
effective on the day of its signing by all Parties.

Other provisions of the Agreement on Clinical
Study remain unchanged, valid and effective.

In the case of any discrepancy between the Czech
and the English version of this Amendment No.2
the English version shall prevail.

List of Annexes to this Amendment No.2:

Appendix No.1: Pre-Screening Checklist
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Tento prostor se zamérné ponechdva prazdny, podpisy smluvnich stran jsou na nasledujici strané / This
space is intentionaly left blank, the parties signatures are following on the next page.
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Jako dukaz svého souhlasu s timto Dodatkem ¢.2 ho smluvni strany podepisuji. / In witness of their

consent to this Amendment No.2, the Parties have signed below.

AXON Neuroscience CRM Services SE

Podpis / Signature :

Meno / Name : VYMAZANO

Funkce / Title : Predseda predstavenstva / Chairman of the Board of Directors

Datum / Date :

PPD

Podpis / Signature :

Meno / Name :

Funkce / Title :

Datum / Date :

Medical Facility / Poskytovatel

Podpis / Signature :

Meno / Name : VYMAZANO .
Funkce / Title : Reditel / Director
Datum / Date :
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